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CUHJIPOM CUCTEMHOI BOCIAJUTEJIBHON
PEAKIINN, CEIICUC 1 IIOJUOPI'AHHAS
HEJOCTATOYHOCTSH Y OHKOJOTMYECKHX
BOJIbHBIX

HHH xnunmueckoil onkoaouu

Cerncuc — HEpeaKoe U TIKEIOES OCIOXKHEHUE OHKOJIOTH-
yeckuX 3abojieBanuii, pa3BUBAIOIEeCs B IIporiecce XHpyp-
THYECKOTO, JIEeKaPCTBEHHOTO, JIYYEBOTO WIM KOMOUHHPO-
BaHHOTO JeueHust. Cercuc MoXeT BO3HUKHYTH IIPH pacliajie
ONYXOJIM, TeHepaJIM3al[Uu OITyXOJIEBOTO Tpoliecca U T. IL.

Jnst  OHKOJIOTUYECKMX OOJBHBIX XapaKTEpHBl HHU3KHE
KOMIIEHCATOPHO-IIPUCHIOCOOUTENBHBIE peaKIUy OpTaHU3Ma,
B YACTHOCTH CHIDKEHHas MMMyHopeakTuBHOCTH [10]. Crie-
nupuKa OHKOJIOTHYECKUX OIECPAH BO MHOTOM COCTOUT
B OOIIMPHOCTH U BBICOKOM TpaBMaTnyHocTH. Hepenku pac-
NTUPEHHBIE U KOMOMHUPOBAHHBIC BMEMIATEIECTBA C PE3eK-
nuel U yJaJICHUEM HECKOIBKHUX OpPraHoB (4o 5—O6 U Jaxke
6omee). IIupokoe HCCEUCHHE PETHOHAPHBIX IMMGBaTHIECKUX
KOJIEKTOPOB COBPEMEHHAS OHKOXUPYPTUs CUUTAET Heod-
XOJUMBIM aTpUOyTOM BCEX HEMAJIIMATHBHBIX XHpYyprudec-
KHX BMENIATENLCTB. B pesynpraTe yIUIMHICTCS BpeMs Orle-
pauuii, OHM  CTAHOBATCS  BBICOKOTPABMATHYHBIMH,
COTIPOBOXIAIOTCS 3HAYHUTEIBPHOM KpOBOIIOTEpEH, Hapylle-
HUSIMM PETHOHAPHOTO JUM(POTOKA U JIpP., UYTO B CBOIO Ode-
penb CcO3MACT YCIOBHS JJIS pasBUTHA M IeHepajM3allud
HHpeKIMY. MaccuBHAsI TpaBMa U aHECTe3Us yCyryOIsioT
HMMYHOCYIIpeccHio. He mocneIHIon pollb UrpaeT MOCTYII-
JIEHHE B KPOBOTOK IIPOJIYKTOB MACCHUBHOI'O IIMTOJIM3a, He-
H30€XHO COIIPOBOXKAAIOIICIO Olepanul moJgoOHOH Tpas-
MAaTHYHOCTH.

ITo Mepe HAKOIUICHHS CBEACHHWI O HATOTEHe3e celcHuca
craia gcHa HeoOXOAUMOCTh MPHUBEICHUS K COBPEMEHHOMY
YPOBHIO HCIIONB3YEeMBIX TEPMUHOB M moHsaTu# [7, 9]. Mo
CHX TIOp CPEIU KIMHHUIMCTOB HET €IMHOTO NOHUMAHWs H
KCIIOIB30BAHUS TEPMHHOB «CETICHCY, «CENTUIIEMUs, «0ak-
TCPUEMUMD), «CCMTHYCCKUN CHHOPOM), «3IHTOTOKCEMHUSI» U
ap. [4, 5].

ITporpecc B obnacTu 3HaHWA O CeICHCE, MOCTHTHYTBI
B TeuecHue nocienuux 10—15 ser, nmosponun Coriracurelsb-
noit kondeperpm American College of Chest Physicians
u Society of Critical Care Medicine (ACCP/SCCM) B 1992 .
[9] mpuHATL OGHIYIO OCHOBY JUisl TIOCTAHOBKH M PEINCHUS
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Sepsis is a frequent and severe complication of cancer
developing during surgery, chemotherapy, radiotherapy
or combined modality cancer treatment. Sepsis may de-
velop due to tumor decay, disease generalization etc.

Cancer patients have poor compensation and adap-
tation reactions, in particular, decreased immunoreac-
tivity [10]. Cancer surgery is characterized by wide and
traumatic intervention. Wide and combined procedures
may involve resection and dissection of several organs
(up to 5-6 and more). Extensive dissection of regional
lymph collectors is a necessary element of all non-pal-
liative surgical procedures. For these reasons the surgical
procedures are characterized by long duration and high
traumatism, heavy blood loss, impairment of regional
lymph flow etc. which may result in infection devel-
opment and generalization. Release of mass cytolysis
products into circulation unavoidable in cancer surgery
also contributes to this process.

As our knowledge of sepsis pathogenesis was growing
it became clear that some terms and notions needed
a more accurate definition [7, 9]. There is no common
understanding of such terms as “sepsis”, “septicemia”,
“bacteremia”, “septic syndrome”, “endotoxicemia” etc.
[4, 5]

The progress in the knowledge of sepsis achieved
over the last 10-15 years made the essential basis for
the Consensus Conference of American College of Chest
Physicians and  Society of Critical Medicine
(ACCP/SCCM) in 1992 to work out a common viewpoint
on sepsis problems and relevant terms needed for better
mutual understanding. The notions and terms adopted
by the conference are commonly recognized to-day.

Systemic inflammation reaction is a key notion of
sepsis pathogenesis. Systemic inflammation reaction syn-
drome (SIRS) plays an important part in development
of multiple organ failure (MOF) including that of non-
septic origin [6, §-10, 22].
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Kaunuuecxue uccaedoBanus

1po6IeM, CBA3aHHBIX C CENCHCOM, d& TaKkKe COUHYIO Tep-
MHHOJIOTHIO, 6€3 KOTOPBIX HEBO3MOKHO JOCTHYb B3auMO-
MOHMMAaHMA MeX]ly cllenuaiucramu. B HacTofmee Bpems
TIOHATUSL M IIOJIOKEHHUA, BBIpaOOTAaHHBIC 3TO# KOH(epeH-
Hed, CUUTAIOTCI OOIMIEHPUHATHIMH,

OmoHO M3 KITIOYEBBIX MpEICTABICHUN O NAaTOTeHe3e Cell-
CHCA — 9TO IOHATHE O CHCTEMHOM BOCHAIMTEIBHOHN peak-
. CHHIPOMY CHCTEMHOM BOCHANMTENBRHON peakiuu
(CCBP) Taxxe oTBoAMTCS BeAAymIas poib B Pa3BUTHHU IIOIH-
oprannoi negocrarounoctd (IIOH), mpuueM He Tonbko
CENTHYECKOTrO NpPOUCXOXIeHus [6, 8—10, 22].

CHCTeMHYIO BOCIATIMTENBHYIO DPEAKIMIO CYMTAIOT YHH-
BEpCAJBHBIM MEXaHM3MOM pa3BuTHs cericuca [10, 25]. Uro
Kacaercs OaKTEPHEMHM, TO, IO COBPEMCHHELIM IIPEACTAB-
JICHUSM, OHA HE TOINBKO HE MOXET CIYXHTh CHHOHHMOM
CEIICHCA, HO BBUBIAETC He dame 4eM B 50% ciydaes [3,
18, 23]. B Hacrosmee BpeMst MOKa3zaHO, UTO NPUYHHOM
PACCTPOMCTB (DYHKIMH OPraHOB HPH CEIICHCE ABIAETCH HE
HH(EeKINS Kax TakoBas, a COBCTBEHHAs CHCTEMHAs BOC-
TaNUTeIbHas PeakKltsI Opranu3Ma, Ipu KOTOpoi 0CBOBOX-
JICHHE SHIOTEHHBIX MONIEKYSIPHEIX BEIUECTB, NMPOBOLMpYe-
Moe UH(EKIVEH, oKa3bIBaeTcss (PAKTOPOM, MOBPEKIAIONINM
SHOOTEJMH BHYTPEHHHMX OpPraHoB. IIpM HOPMAJIbHOM CO-
CTOSHUM OPraHM3Ma 3TH BEUECTBA YYACTBYIOT B Ipolleccax
aganranuu [8—10].

Lenplii psg MATOTOTHYECKHUX COCTOSHMM, TAKUX, KaK MaH-
KPCATUT, KXMPOBas 5MOOIMS, MIOK, HIIEMUS M PAa3IMUHBIE
(GOpMBI TpaBM C IOBPEXACHUSAMY TKAaHEH, CHOCOOHEI IpH-
BECTH K (DU3MOJIOTHYESCKUM M3MEHEHUAM, HATIOMUHAIONIUM
cencuc. B ocHoBe atmx uamenenmit nexur CCBP necern-
THYECKOTO IIpoucxoxacHusa [9, 10, 22].

CornacurensHast konbepeniusas ACCP/SCCM  npunsiia
CICRYIOIME OINPENENeHUSI U KOJIMICSCTBCHHBIC KPUTEPHH, IO
KOTOPBIM MOXET OBITh IOCTaBIICH JHATHO3 cerchca [9):

1. baxTepueMust — IPUCYTCTBUE PasIMYHBIX OAKTEPUIl B
KpoBHu. TepMHH «CeNTHIIEMUsD» TOIKEH OBITh HCKIIOUEH W3
DYTHHHOTO YIIOTpEeOICHUS KaK HEYCTKHI, JBYCMBICIEHHBIH.

2. CHHEPOM CHCTEMHOH BOCHANMTENBLHON pPEAKINH —
CHCTeMHasl BOCHANHUTENBHASL PEAKIUS Ha pasiaUdgHbBIE II0-
Bpexaatomue BoszgeiicTaus. Iposisisiercss qyms unu 6omnee
MPU3HAKAMU:

— Temrepatypa Bbie 38 °C win Hmke 36 °C;

— 4acToTa CEpAECYHBIX coKpameHui Goiplie 90 B 1 MuH;

—gacrora apixanus Gonbme 20 B 1 mun wim PaCo,
menbuie 32 MM Hg;

— JerixonuTo3 Goneie 12 000 xin/mi, mensime 4000 K/t
wm 6onbme 10% Hespensix (HaTOYKOSIEPHBIX) (GOpM.

3. Cencuc — cucTeMHasl peakius Ha HHOUIHPOBAHME.
Hiist muarnosa cemcuca HeOGXOAUMO MPHUCYTCTBUE IIPH3HA-
xoB CCBP + nanuuue HHpEKIMOHHOTO odara.

4. TsoKeNslil CencHe — CeICHE, CONPOBOXKIAIONIMIACS Ha-
pymeHreM (BYHKIIMM OpraHoB, THITONEP(y3HEil MIM THIO-
Tensued. ['unonepgysus win HapyiieHne mepdy3un MOTYT
(Heobs3aTeNpPHO) BKITIOYATH JAKTALMAO3, OIMTYPHIO WIH
OCTPOE PAaCCTPOUCTBO CO3HAHHL.

5. CenTuueckuil IMOK — CeMcHc ¢ THIOTeH3uell M Ha-
pymeHusMu niepy3un, HECMOTpSA HAa allcKBaTHOE BO3Me-
mieHue 06beMa JKHIKOCTH, KOTOPHIE MOTYT (HEOBA3aTEIBHO)
BKIIIOYATh JIAKTAIW03, OJNMIYPUIO MM OCTPOE PacCTpoii-
CTBO CO3HAHMA. Y GOJBHBIX, MONYYAOIMX HHOTPOIEI HIIH
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Systemic inflammation reaction is a universal mecha-
nism of sepsis development [10, 25]. As concerns bac-
teremia, according to the present concept, it is in no
way synonymous to sepsis and is found in 50% of
the cases only [3, 18, 23]. It is presently established
that infection is not a direct cause of organ failure in
septic patients. Sepsis is caused by systemic inflammation
reaction of the body involving infection-induced release
of endogenous molecules affecting visceral endothelium.
In the normal body these molecules contribute to ad-
aptation processes [8-10].

There are a number of pathological conditions that
may lead to sepsis-like physiological lesions: pancreatitis,
fat embolism, shock, ischemia, traumas [9, 10, 22].

The ACCP/SCCM Consensus Conference adopted the
following definitions and quantitative parameters to be
used as criteria in diagnosis of sepsis [9].

1. Bacteremia is the presence of viable bacteria in
the circulating blood.

The term “septicemia” should be excluded from the
routine use as unclear and ambiguous.

2. Systemic inflammation reaction syndrome is sys-
temic inflammation reaction to various damaging actions.
It has two or more signs, such as:

- body temperature above 38°C or below 36°C;

- heart rate more than 90 beats per min;

- respiration rate more than 20 per minute or PaCO,
<32 mm Hg;

- leukocyte count more than 12.000 per ml, or less
than 4.000 per ml or more than 10% of immature (band)
forms.

3. Sepsis is a systemic reaction to infection. The di-
agnosis of sepsis is made if the SIRS signs + an infection
focus are present.

4. Severe sepsis is sepsis accompanied by organ failure,
hypoperfusion or hypotension. Hypoperfusion or per-
fusion impairment may (or may not) include lactaci-
dosis, oliguria or acute consciousness disturbance.

5. Septic shock is sepsis with hypotension and per-
fusion impairment in spite of adequate liquid compen-
sation which may (or may not) include lactacidosis,
oliguria or acute consciousness disturbance. Patients
treated with inotropics or vasopressors may have no
hypotension by the time of perfusion impairment onset.

6. Multiple organ failure is organic insufficiency in
patients with acute disease requiring active therapy to
maintain homeostasis.

It should be emphasized that the SIRS is a universal
notion. If caused by infection it is equal to sepsis, the
infection being diagnosed by clinical findings and pa-
tient’s history. Verified bacteremia is encountered much
less frequently: isolation of the pathogen is successful
in 20-50% of septic patients only [3, 18, 23]. Rates of
gram-positive and gram-negative sepsis are compatible
in different health care centers [2, 10, 14].

As concerns MOF, there are different definitions of
the term [4]. We keep to the definition proposed by
K. Hillman and G. Bishop [21] who define the MOF
as a process requiring certain time to develop. This
time is needed for a trigger (sepsis, multiple trauma,
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BAa30IPECCOPHI, MOXET HE OBITH THIIOTEH3UH K MOMEHTY
PETUCTPAIIMH PACCTPONCTB Hep(y3HH.

6. CHHApPOM IOJIMOPTaHHOI HEZOCTATOYHOCTH — pac-
CTpOHCcTBA (PYHKIMK OPTaHOB y ocTpo 3a0O0JEBIIEro ma-
[HEHTa, NPU KOTOPBIX T'OMEOCTA3 HEBO3MOXKHO NOIJEP-
JKUBAaTh 0€3 aKTHBHOM TEpAIMH.

Cuemyer o6paTHTh BHUMaHUe Ha To, uro CCBP — aro
YHUBEpCATbHOEC TOHATHE. B Tex cnydasx, Korja IpU4yuHa
€ro pasBuTHs — MHQEKIHS, OHO TOXXKIECTBEHHO CEIICHCY,
MpU 3TOM, KakK IpaBHIIO, MH(EKIMOHHBIA IpoLecc Xua-
THOCTUPYIOT Ha OCHOBAaHMM KIMHHUYECKUX M aHaMHECTH-
yecKuX KpuTeprnes. JJokasaHHas OaKTCpUEMUs! BCTPEYAETC
3HAYUTCIBHO pexe — BO30yauTeNlb U3 KPOBU YAA€TCS BLI-
ceBaTh, 110 pasHbIM HaHHBIM, He Gomee weM B 20—50%
cydaen cericuca [3, 18, 23], Cosgaerca BIiedaTiIeHHE, YTO
B PA3INYHBIX JICUYEOHBIX YUPEKICHHAX OTMEYACTCSI IIPpH-
MEPHO pPaBHAs YacTOTA CIYYacB CPAMIIONOKHUTEIBHOIO H
rpamMoTpHuIiaTeNbHOTO celicuca {2, 10, 14].

Yro kacaerca cuHapoMma I[TOH, To cymecTByloT pas-
JIM4HBIe ero ToNKoBaHMS [4]. MBI npuaepXUBaeMcss KOH-
vermun ITOH, npemroxennoir K. Hillman u J. Bishop
[21], cyTb KOTOpPOI HamboIee COOTBETCTBYET HALIMM IIpe-
crapieHusiM: «I[TOH — ato npouecce, ANl pa3BUTUS KOTO-
poro Tpebyercsa ompenencHHOe Bpema. OHO HeoHXonuMo
JUIS. BOSHUKHOBEHMSI TIYCKOBOro Qakropa (cercuca, MHO-
SKECTBEHHOM TPaBMBI, TSDKEIBIX 05KOTOB, OOIMIMPHOTO XUPYpP-
THYECKOTO BMEINATEIHCTBA WIN IOKA) U Pa3sBUTHS OTBETHOM
peakIM OpraHu3Ma Ha Hero. TepMuH «IIOJIMOpraHHas He-
JIOCTATOYHOCTB» MOXET O3HAYATL YACTUUHOE PACcCTPOHCTBO
(bYHKITIM TOTO WIM HHOTO OpraHa U HEOOsA3aTENBHO MOJIHOE
IIpeKpalleHne erc AesTeIbHOCTH. BRIpaskeHHOCTh pacCTpoii-
cTBa (PYHKIMKU HEKOTOPBIX OPraHOB TPYAHO INOAHaeTca Ko-
JTHYECTBEHHOMY HOJICUETY, U [IO3TOMY CTEHEHD II0PaKEHUs
MOXET OKa3aThCsl HEMOOIEHCHHOM.

Bounbiast goist cnydaeB cerncuca MpUXOIUTCS Ha IMOCIIe-
OIICPALHOHHEIX HAIUeHTOB. McIoap3oBaHre HMMYHOCY-
IIPECCOPOB, TAKUX, KaK KOPTHKOCTEPOMHBIE IpENapaThl
U UMMYHOJICIIPECCAHTRI, XMMUOTEPAIIUs, JIydeBas Tepalus,
TTOBBLIMIACT YACTOTY clydacB celicuca. K pa3BUTHIO celicuca
MOTYT IIPHBECTH pa3iNuuHble cuTyanuu. MIHBa3sHBHEIE IIpO-
LeAypH! (KaTeTePU3AIMH, 30HIMPOBAHNSL U T. II.) — YacTas
npuyuHa cencuca [14, 18, 22].

Passurne CCBP ympamisercst psiioM 3HIOTEHHBIX MO-
TIEKyJI, AEHCTBYE M B3aMMOJCHCTBHE KOTOPBIX BBUIMBACTCS
B CIOXHBIH MATOJOTHYECKMII IIPOIECC ¢ MEXaHU3MOM 06-
paTHOM CBSI3U M KACKAJIOM SIBICHUH, AEUCTBYIOIHX 10 THILY
nopounoro kpyra. Ilomararot [10, 13], uto TymMOpHEKpo-
Tyeckuit paxrop (THD) spisercd oIHUM U3 ITyCKOBBIX
MEAHATOPOB cemTHYecKoro mpolecca. IIpu ero BBemeHHH
PA3BUBACTCS CHHAPOM, HATIOMMHAIONMI cencuc. OmHcaHo
muoro meauatopoB CCBP: untepnelikunel-1, 6 u 8, cucrema
KOMIUIEMEHTa W KOATYJSIIMOHHBIA KacKaf, JCHKOTPHEHDL,
NIpOCTariaHauHbL U TpoMOokcaH A,. I[Ipunator 6onbmoe 3Ha-
YeHue poiu (axropa, akTUBUpyomero TpoMbormtel (PAT).
MemnaToph! cencrca criocoOHbI B3aHMOACHCTBOBATD, BBI3HI-
Bass OCBOOOX/CHWE, AKTHBAIIMIO IIM WHAKTHBALUIO APYT
apyra [13]. HUcrunnas pons mexauaropoB CCBP ocraercs
MOKa MPEMMETOM YTOYHCHHUSA U H3YYCHHA.

KiIMHAYECKY BaXKHO, 4YTO IIOBPEXJCHHUE IIETKMX IIpU
CCBP u cerrcice pa3BUBacTCS 4acTO M OHU IOPAXKAIOTCA

severe burn, wide surgery or shock) to arise and a
response to this factor to occur. Degree of organ failure
is difficult to measure and therefore this degree may
be underestimated [21].

Sepsis is a frequent event in postoperative patients.
The use of immunosuppressors such as corticosteroids
and immunodepressants, chemotherapy, radiotherapy in-
crease its occurrence. Various conditions may lead to
sepsis. Invasive procedures (catheterization, probing etc.)
are a frequent cause of this condition [14, 18, 22].

SIRS is controlled by some endogenous molecules
that act and interact to make up a complex pathological
process implicating a feed-back and a cascade of events
occurring as a sort of vicious circle. Tumor necrosis
factor (TNF) is thought [10, 13] to be a sepsis trigger
mediator. Its administration results in a sepsis-like syn-
drome. There are several SIRS mediators such as in-
terleukins-1, 6 and 8, complement system and coagulation
cascade, leukotrienes, prostaglandins and thromboxane
A2. Platelet activating factor (PAF) makes a great con-
tribution to the process. The sepsis mediators can interact
to induce release, activation or inactivation of each other
[13]. The true role of the SIRS mediators is still to
be discovered.

Lung affection due to SIRS and sepsis is of much
clinical importance as it is found in a large number
of cases, lungs being the first organ damaged [10, 19].
Endothelial damage is the primary cause of lung failure.
It increases vascular permeability. Activated neutrophils
adhere to endothelial surface to induce release of sepsis
mediators. The aggregated neutrophils form microplugs
and induce septic shock directly enhancing vasodila-
tation and permeability. Water and dissolved substances
penetrate into tissues through the damaged epithelium,
lung dysfunction develops [10].

The risk of MOF increases with extent of the epithelial
damage. The following sequence of organs demonstrating
dysfunction is most typical: lungs - liver - kidneys. Each
organ with compromised function makes its own contribution
to stress in other body systems [10, 18, 21, 23, 24].

Sepsis diagnosis is based on quantitative criteria and
definitions adopted by the ACCP/SCCM Consensus
Conference (see above). The following considerations
are of importance:

- fever is a key factor of sepsis diagnosis. Hypothermia
is a rather rare SIRS manifestation in septic patients
and is found mainly in elderly patients with impaired
temperature regulation [17];

- hyperventilation with respiratory alkalosis and res-
piratory muscle fatigue [12] may be an early sign of
sepsis;

- cardiovascular septic signs are not clearly-cut. De-
creased total peripheral vascular resistance (TPVR) and
increased ejection fraction with arterial hypotension may
be found at an early stage. The cardiac ejection may
reduce with time. The TPVR may remain decreased
or vice versa may increase, the hypotension remaining
[10,12,18,21,23,24];

- nitrogenemia or oliguria in renal involvement [11, 19],
increased serum bilirubin in liver dysfunction [15, 16]
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IepBEIMU 13 opranos [10, 19]. TlepBuuHast npuauHa Iuic-
(DYHKIIME JIETKMX — IOBPEX/ieHHe 3HI0Tenua. BospacTaer
MMPOHUI[AEMOCTh KPOBEHOCHBIX COCY/IOB. AKTHBHPOBAHHEIE
HEWTPO(DMITEI MPUIUMAIOT K IOBEPXHOCTH 3HJOTENHUS, BBI-
3bIBAs. OCBOOOMKICHHE YKa3aHHBIX MEIHATOPOB. ATperarnl
HEHTPOQHIOB CcIIOCOGHBI TakkKe OOpPa30BHIBATL MHKPOIM-
GOIIBI ¥ IPOBOLUPOBATE PA3BUTHE II0KA, HEMOCPEACTBEHHO
YBEIMUUBAA KATMIDISIPHYIO Ba3OQWIATAIIMIO W TPOHHIIac-
MOCTh. BoZla ¥ pacTBOpEHHBIE BEINECTBA [IPOHUKAIOT Uepes
[IOBPEKACHHBIN 3HIOTEIMH B TKAHU, HAPYIIASTCS (PYHKITHS
serkux [10].

ITo Mepe TOro Kak MOBpeXkACHNE IHAOTEIHNS 3aXBATHIBACT
TKaHH, yBeJIMIUBaeTCs BeposTHOCTh passutus [TOH. Yame
BCEr0 HaOIIONAETCA CIENYIOMAs MOCHCAOBATENLHOCTE pas-
BHUTHsS ITUCGYHKIHMU OPraHOB: 32 MUC(PYHKIMEH JIerKuX clie-
IyeT paccTpOHCTBO (YHKIIMM TEYEHH, a 3aTeM IodYeK. B
MOCIENYIONIeM KaXAbld opraH, (GYHKIHSI KOTOPOro Hapy-
IAETCSA, BHOCHUT CBOIO JOJIO CTPECCOPHOTO BO3ACHCTBHS
Ha OCTajJlbHBle cucTeMbl opranusma [10, 18, 21, 23, 24].

ITomxoa K AMATHOCTHKE CENCHCa OCHOBBIBAETCA Ha KO-
JUYECTBEHHBIX KPUTEPUAX U OTIpeelIicHNsAX, MpUHATEIX Co-
rnacurenbHoH KoH(pepeHuueit ACCP/SCCM (cM. Bblme).
HeobxomuMo yIUTHIBATE CHEAYIOIIEE:

— IIMXOpaJika — KIIOUEBOH MHJIMKATOD B JUATHO3E Cell-
cuca. I'mmoTepmusd, MHorna HaGmomaeMasl TpU CeICHCE,
CpaBHMTENbHO penkoe nposinenue CCBP u uwame Bcero
BO3BHHUKAET y IOXMIBIX JIIOAEH C HapYIICHHOU TepMope-
ryismuei [17];

— OJIHHM M3 PaHHHX IIPU3HAKOB CEICHCA MOXET OBbIThH
TUNECPBEHTHIIALUS C Pa3sBUTHEM PECHUPATOPHOTO AIKAIO3a
U YTOMIICHHEM [bIXaTeNbHOI MyckymaTypel [12];

~— TNPOSIBIICHUST CENCUCA CO CTOPOHBI CEPJICUHO-COCYIH-
CTOH CHCTEMBI MOTYT OBITH HeueTKMMH. B panmeil cragnu
OOBIYHO HaOJIIONAETCS CHIDKEHME 061Iero nepugepHIeckoro
cocymcroro conpotusnenua (OIICC) u yBenuuenue cep-
JIEYHOTO BRIOpOCA € Pa3BUTHEM apTEPHANLHON THIOTEH3HHL.
[Tosxe cepiedHbIl BBIOPOC MOKET CHHXATHCAL UTo Ka-
caerca OIICC, TO OHO MOMKET OCTABATHCH CHUKCHHBIM
b0, Hao60POT, HApacTaTh, HPHYEM TUNOTEH3HS COXpPa-
ngeres [10, 12, 18, 21, 23, 24);

— Ha passutne IIOH yka3bIBaloT TakHe CUMIITOMEI, KaK
a30TEMUs! I OJIMTYPUsI IIPY BOBJIIEUCHHUH B NPOLIECC TTOUEK
[11, 19], napacranue CHIBOPOTOMHOTO GUIMPYOHHA TpH Ha-
pymenun ¢yHkmun nedenu [15, 16] u auccemunupoBannoe
BHYTPHUCOCYIUCTOE CBEPTHIBAHHE TIPH BOBIEYCHUH B IIpO-
Lecc CHCTeMBI Koarynanuu [19];

— SHIe(pAIONaTHs — YACTHIA TIPU3HAK Pa3BUTH CEIICH-
ca. Ilopaxenue IeHTpanbHO# HepBHON cucremsl (LIHC)
MIPOSIBJIACTCS Je30pUCHTAINEH, BO3OYMICHUEM UIM COMHO-
nennuei [18, 20, 21]. Hepenxo 9TH Npu3HAKH CeTicHca OINMH-
GOUHO NPUHMMAIOT 3a ANKOTONBHBIA AETMPHH MU TIpO-
SBIEHHSA I11epeOPaTBHOIO ATEPOCKIEpo3a.

CumnromaTHKa CencHca MOXKET 3HAYUTENBHO BapLUPO-
BaTh B 3aBUCHMOCTH OT IIEpPBUYIHOTO 3a00JIeBaHMS U WH-
IMBUIYalTbHOCTH OPraHu3Ma.

B nannoii pa6ote 0600LICHEI Pe3yIbTAThI IIEPBOTO KIIH-
HHYECKOTO HCCIeT0Banus, BoionHennoro 8 OHLI PAMH
Ha METOMUYECKOH OCHOBE, PEKOMEHIOBAHHON 2-iI Mex-
DYyHAPOAHOM KOH(EepeHIHeH MO CelCucy B OTJENEeHHAX HH-
TeHcuBHOH Tepamuu (Maacrpuxt, 1995).
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and disseminated intravascular coagulation in clotting
system involvement [19] may be indicative of MOF;

- encephalopathy is a frequent sepsis sign. The CNS
impairment manifests itself as disorientation, excitation
or somnolescence [18,20,21]. These sepsis signs are often
mistaken for alcohol delirium or cerebral atherosclerosis
symptoms.

Septic symptoms demonstrate a large variability de-
pending upon the primary disease and individual patient’s
characteristics.

Results and Discussion. This paper summarizes results
of the first clinical study performed at the CRC RAMS
in accordance with methodological recommendations of
the 2nd International Conference on sepsis at intensive
care departments (Maastriht, 1995).

Forty seven adult patients undergoing surgery for
cancer of different sites and postoperatively developing
severe sepsis and MOF were managed at the Resus-
citation Department of CRC RAMS during 1996. Sur-
gery extent was ranging from transhepatic drain of the
common bile duct to Lewis wide combined esophageal
resection,

The patients with severe sepsis and MOF were strati-
fied into two groups: group 1 (primary sepsis) consisted
of 35 cases with sepsis resulting from purulent septic
complications of surgery itself and the sepsis being the
cause of MOF; group 2 (secondary sepsis) consisted
of 12 patients in whom sepsis aggravated the course
of MOF induced by another, non-septic condition.

Intense care mainly consisted of intravenous infusions,
artificial lung ventilation (ALV) by up-to-date regimens
(SIMV, EMMYV, PRVC, PS and their combinations);
inotropic support; potent antibacterial therapy with al-
teration of regimens after every 5-7 days; extracorporal
detoxification by apparatus plasmapheresis, arte-
riovenous and venovenous hemofiltration, hemodialysis
and hemosorption.

Severe sepsis with MOF was a rather common (5%)
event in the patients undergoing surgery for cancer.
The condition as a rule occurred on day 3-5 after surgery.

However, sepsis was not the only cause of MOF.
Acute pancreatitis (pancreonecrosis), mass blood loss,
hypovolemic and cardiogenic shocks may also lead to
MOF. These patients also developed sepsis as a result
of secondary infection during intensive care activities
which still more aggravated the disease course [1, 3].
As concerns MOF causes in these cases, the most com-
mon (50%) was a mass blood loss of 75 to 200% cir-
culating blood volume (see the table).

The table summarizes sources of the severe sepsis.
As seen the primary sepsis most frequently resulted from
pneumonia (45.7%) and had a 56% lethality, suppurative
abdominal conditions were the second common cause
(22.9 and 25%, respectively). Pneumonia against the
background of long-term ALV (58.3%) was the most
common direct cause of the secondary sepsis.

A 65.7% fraction of the primary septic patients pre-
sented with involvement of 4-6 organ systems and a
47.8% lethality. Respiratory and hemodynamic impair-
ment was preponderating to reach 100% among death
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B Teuenme 1996 r. B oTmeneHun peanumanuun OHI
PAMH nHaxomuauck Ha jcucHUU 47 B3POCABIX MAIUEHTOB,
OICPUPOBAHHBIX MO IMOBOJY 3JIOKAYECTBEHHBIX OIYXOJICH
Pa3NHYHON JIOKAJIU3AIHH, Y KOTOPHIX MMOCIEOTIepAIIMOHHBII
TIEPHOJT OCITOXHHIICSA TSKEIBIM CCIICHCOM B COUYETAHHU C
TIOH. O61em omepanuii BAppUPOBAIl OT YPECHEUEHOUHOTO
JIDEHUPOBaHUs OOIMIECTO XETUHOTO MPOTOKA /IO pacllupeH-
HOU KOMOMHMpOBAHHOM PE3CKIIMM MUINEBOAA, 10 JIbioucy.

BonpueIX ¢ TsoxensM cenicucoMm U ITOH Mel pazgenunm
Ha JBC IPYHOBL 1-% (WIIepBUIHEIN cericuc) — 35 OOJIBHBIX
CETICHCOM, Pa3BUBINHMCS BCICIACTBHE THOHHO-CENITHIECKUX
OCIIOKHEHUI! caMOM OMepalruu, KOTAa CEIICHC IOCIYXKHII
npuauHoi IIOH; 2-1 («BTOpUYHBIN» cercuc) — 12 manu-
€HTOB, V KOTOpBIX cencuc ocnoxusul TeucHue [IOH, BEHI-
3BAHHONW KPUTHYICCKUMH COCTOSIHUSIMHM JpPYTOTO, HECENTH-
YECKOr'0, MPOUCXOXKIEHHSL.

WHTeHcuBHAsT Tepanysi B OCHOBHOM COCTOsIIa U3 BHYT-
PUBEHHBIX WH(pY3HH, UCKYCCTBEHHOW BEHTHIISILIMMA JIETKHX
(MBJI) ¢ ncnonb30BaHUEM COBPEMEHHEIX PeskuMoB (SIMV,
EMMYV, PRVC, PS u ux codeTaHuil); HHOTPOITHOH ITOA-
JICP’)KKY; MOIIMHBIX, MEHSIONMXCS Kaxaple 5—7 JHEH co-
YeTaHUH aHTHOAKTEPUATBLHBIX CPEJCTB; SKCTPAKOPIOpaib-
HOM JIETOKCHKAIIMM B BHJE aNIapaTHOro InasMadepesa,
apTEPHOBEHO3HON Y BEHOBEHO3ZHOW reMOQUIbTpAINH, Te-
MOJIMaNN3a U TeMOCOpOIUM.

Cpenu GONBHBIX, OICPHPOBAHHBIX IO TIOBOJY 3JI0Ka-
YECTBEHHBIX OITyXOJIeH, cinydau Tspkenoro cemncuca ¢ [IOH
Hepenku (5%). OcnoXxHEHNE BO3ZHUKACT YaIe BCEro Ha 3—
5-€ CYTKM TIOCNE ONEpAIIHU.

OmHako He TOJIBKO CEICHUC OKA3BIBACTCS TPUIMHOM pas-
putust [IOH. Ilpuunnamu ee ObLIM Takke: OCTPHIN IMaH-
KpeaTuT (IIaHKPEOHEKPO3), MAcCHBHAsI KPOBOIOTEPS, TH-
TIOBOJIEMHYCCKUI U KapAUOTCHHBIA MOK. Y 3THX OOIBHBIX
TaKXe pa3BHIICS CEIICHC, HO OH BO3HMKaJ BCIIEACTBHE BTO-
pHYHOTO MH(GUIAPOBAHMS], B MPOIIECCE MPOBEACHNST NHTCH-
CHUBHOH Tepamnuu, eme OOJbIIC OCIOXHSIS TeueHue 3abo-
neBanust [1, 3]. Yro kacaerca npuunH IIOH y oarux
OonbpHBEIX, TO Ha TepBoM Mecte (50%) 6pIa MaccHBHas
KpoBonoTeps, coctaBisBiast ot 75 qo 200% o6rema 1up-
KyJlnupylonieid KpoBu (cM. Tabiumity).

Vcrounuky TsDKEIOro cercuca TakKe ykKazaHbel B Tab-
JIMIE, U3 KOTOPOH CIEAYET, YTO «IEPBUUHO» OH Yalle BCEro
pa3BUBAJICS BCIE/ICTBUE THEBMOHUH (45,7%), ipuueM ¢ 56%
CMEPTHOCTBIO, 4 HA BTOPOM MECTE OKA3aJIMCh HATHOUTEIb-
Hele 3abojeBaHus OpromHoN monocTu (22,9 u 25% coor-
BeTCTBEHHO). Henmocpe/ICTBEHHBIM HCTOUHUKOM «BTOPHYHO-
ro» CelIcHuca TaKXKe HpeuMylnecTBeHHO (58,3%) ciyxuma
nHEBMOHUS Ha (oHe uTenbHoit MBIL

Y 65,7% NanueHTOB C «IICPBUYHBEIM» CEMCUCOM OBLUIN
NopaxkeHsl 4—6 OpPraHHBIX CUCTEM C JIETANBHOCTBIO 47,8%.
JIOMUHHUPOBANIH PeCIUPATOPHBIC U TEMOTUHAMUIECKUE Pac-
CTpOHCTBa, IIpuyeM oHU cocrapisui 100% cpenn ymepuux,
Yy KOTOPBIX TakXXe O4eHb dacTo (85%) Habro1anu TsDKEble
Hapymenus: ¢yukiuu rouek u [JHC. M3 BeikuBIINX 60ITH-
HBIX ¢ «IICPBHYHBEIMY» CCIICHCOM Y 55% oTMcueHa XUCPYHK-
oud 4 1 5 ¥ Tonpko y 14% — 2 OpraHHBIX CHCTEM.

JletanpHOCTb GOJIBHBIX € «BTOPUYHBIMY CEIICUCOM Oblna
3HauuTeNRrHO HUke — 8§,3% (ymep 1 GONBHOI), HECMOTPS
Ha 1o uTO y 11 M3 12 yenmoBex B IAaTOJIOTHYECKUIH MpOIECe
OBUTH BOBJICUCHBI OT 4 JIO0 7 OpraHHBIX cHcTeM. Tak xe,

Ta6nuya Table

Buabl OCNOXHEHUH, NPUBEAWNX K Pa3sBUTUIO TAXKenoro
cencuca M MOSIMOPraHHOW HeAOCTaTOYHOCTYU
Complications resulting in severe sepsis and MOF

. «MepBUYHbIA» «BTOpUUHbBI»
Bua ocnoxHenmi cencuc cencuc
MHesmoHus / Pneumonia 16(9) 7

Pasnuton neputonnT, abcueccol 8(2) 4
GprolWwHoi nonocTu

Diffuse peritonitis, abdominal ab-
scess

HecocToaTensHOCTs KynbTn BpPOH- 3(1)
Xa, aMnuMema nnespbl

Bronchial stump failure, pleural em-
pyema

Tpom&ochnebut / Thrombophlebitis
Pacnag onyxonwn / Tumor decay 2(1)

HarHoeHwe onepaunoHHOW paHbl
Surgical wound suppuration
MuenoHedput / Pyelonephritis 1
THOWHLIA XOnaHruT 1
Purulent cholangitis
KpoeoteueHue, runosonemMuuyeckuii 6(1)
oK

Bleeding, hypovolemic shock
MankpeoHekpos / Pancreonecrosis 2
Octpas cepgevHas HepocTaTou- 2
HOCTb

Acute heart failure
[MocTpeaHMMaunoHHbIA CUHAPOM 1
Postreanimation syndrome
Tepmnuecknii OXOr AblXaTenbHbIX 1
nyTen

Thermal inhalation burn
Bcero 60rbHbIX... 35 12
Total 47 patients of whom...

N3 Hux ymepnu...
Of whom died...

13 (37%) 1(8,3%)

Primary sepsis

o Secondary
Complication type (deaths)

sepsis (deaths)

NMpumevyanne. B ckobkax — unicno yMmepLUux.
Note. In parentheses — number of the dead.

cases who also developed severe renal and CNS dys-
function. Of the survivors with primary sepsis 55% had
dysfunction of 4 and 5 organs, and only 14% presented
with 2 organ dysfunction.

Lethality in the secondary septic patients was only
8.3% (1 patient died) in spite of the fact that 4 to 7
organic systems were involved in 11 of the 12 cases.
Like in group 1 respiratory and circulatory systems
were mainly affected.

There was no considerable difference in pathogens
between the groups. As a rule these were gram-negative
microbial associations (Pseudomonas, Proteus, Klebsiella)
or their combinations with gram-positive organisms
mainly represented by Enterococcus. Rate of pathogen
verification was 20%.

The pathogens were mainly sensitive to reserve an-
tibiotics. Third generation cephalosporins appeared most
effective. Monotherapy was administered only if really
needed. As a rule therapy regimens were changed 3-4
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Kaunuvecxkue uccaedobanus

Kak ¥ B IPEABLAYIIEH I'pyIllie, B NATONOTHIECKUI mpoliece
6BUIM BOBJICUCHEI IIPEXKIIC BCEIO CHCTEMBI JIBIXAHHS U KPO-
BoODOpaIneHus.

CymecTBeHHON pasHUIIBI B CIEKTpe BO3OyouTeNncH B
rpynnax 60JIBHBIX HE BhUIBICHO. Kax mpasuiio, 510 GBUIM
MHKpPOOHEIE acCOUMAIIMM TpaMOTPHIATENBEHON aspo6Hoil
(noprl (Pseudomonas, Proteus, Klebsiella) mi6o xombu-
HallU{ C IPaMIOIOXXHUTEILHBIMH BO3OYIUTENSIMH, CPEIH KO-
TOPBIX NOMUHUpOBaI Enterococcus. Bo3bynurein B HoCeBaX
KpoBHU BepudummpoBaubl B 20% HaGIIOAeHUIA.

MUKpPOOPTraHU3MEL OKA3a]IUCh YYBCTBUTCIBLHEIMA B OC-
HOBHOM K aHTHOHMOTHKaM pesepBa. Hanbonee HaIeXHBEIMH
3apeKOMEHI0OBaNM cedsl 1ehaTOCHOPHHBI TPETHEro IMOKO-
JICHUS, COBPEMEHHBIE aMUHOTITHKO3U/BI, (HTOPXMHOIOHE! 1
kapborneHembl. K MoHOTepanuu rnpuéerajy TOILKO B BBI-
HYXIeHHBIX cHTyauusx. Kak npaBuno, B mpoliecce TeueHMst
MpUXOJUIOCs 3—4 pa3a U yalme MeHATh Kypchl aHTHOaK-
TEpUANBLHON Tepanuu. BoabInoe 3HAUCHYE TIPUIABAIN DAH-
HEMY HAa3HAYEHUIO COBPEMEHHEIX IPOTHBOIPUOKOBLIX IIpe-
mapaToB. Xopomuid aQQexT HabIoHaN OT JOIOIHEHUS
AHTHOAKTCPHANBLHON Tepany MMMYHOIIOOYIMHAMU U I'M-
TIEpUMMYHHOM TIIA3MOIA.

bonbmias wacTte paccMaTpuUBAEMOr0 KOHTUHIEHTA —
3TO GONBHBIC MOCIC PATUKAIBHBIX W MaJIHATHBHBIX pac-
LIMPEHHBIX W KOMOMHHMPOBaHHBIX BMEINATEILCTB Ha Op-
ragax OpIONIHON IIOJIOCTH, KOTOPHIM OOHIMpHBIE M TpaB-
MaTHYHBIE OICpallMM BBINOIHSIN TPH JAJNEKO 3aIle/IINX
pacrpocTpaHeHHBIX (hopMax OIyXOJeBOTO TIpoLecca.

XpoHmiecknil nepruoKaabHbIA BOCHATUTEIBHEIN IIpO-
LIECC XapaKTepeH JUI TEUEHUS 370KAYECTBEHHBIX OTTYXOJIeH,
HE TOBOPSI YK€ O CIyJasX paclajia U BTOPUYHOIO Ha-
THOEHUsI OKPYXKAIOIIMX TKaHeH, H MOXeT pacCMaTpHBATLCS
KaK OIOWH M3 (PAKTOPOB pHCKA DPAa3BUTHA CEICHCA.

B reyenue nocnemunx 10—15 e coBeplIeHCTBOBAHNE
XUPYPIHUECKOM TEXHUKH, JOCTIKEHUSI aHECTC3HOJIOHMU H
DPEAHHMATONOIMH IIPUBENH K YBEIUYCHUIO 00beMa XUPYp-
THYECKUX BMEIIATENbCTB, UX ycloxHenuio. [Ipeponepaimy-
OHHas XUMMO- M JIyueBasl Tepallisl TaKKe CIOCOOCTBYET
PACIINPEHHIO BO3MOXHOCTEH XUPYPrUuecKOro JIeueHus OH-
KOIIOTHYECKUX OONBHBIX. IIpakTHYecKH CBEJEHEI K MHHH-
MyMy (GYHKIMOHAIBHBIC TNPOTHBOMOKA3AHUSA K XHPYpPIU-
YeCKHM BMeENIaTeNbCcTBaM. B uTOre  CHCTEMAaTHYECKH
BBITTOJIHAIOTCS. BBICOKOTPaBMATHUHBIE «AIPECCUBHBIC OIle-
pauuy y OCIabIeHHBIX GONBHBIX C BBIPAXKEHHON HMMYy-
Hocynpeccue. B ocHOBE IocnenHell nekaT paccTpoHcrsa
HMMYHHUTETA, THIIHYHBIE JIIT OHKOJNIOTMYECKHX OONBHEIX,
MOCIIEACTBH NPOTHUBOOMYXONEBOTO JICUCHHS, MACCHBHOMH
XMPYPIrMYECKOH TpaBMBI UM aHECTC3UH, KPOBOIMOTEPH Ha
(poHE PE3KO CHIDKCHHBIX (BYHKIMOHANLHBIX pe3epBoB [8].
CrencTBHEM 3TOTO CHYKUT YUYAIECHUE M YTSDKEIEHHE CIIy-
JACB PA3BUTHUA CUCTEMHOHN BOCHAJIMTEILHOU peakityH, ccrl-
cuca u ITOH y omepupoBaHHBIX OHKOIIOTHYECCKUX DOIBHEIX.

Brisoani

1. ITpo6mema cencuca u TIOH y oHkonoruyeckux 6oib-
HBIX CITOXKHA, clelu(UIHa U Upe3BhIuaiiio akryansHa. He-
0OXOIMBI DIYOOKHE HCCHAENOBAHMA HA OCHOBE COBPEMEH-
HBIX IIPEACTABICHHUI O €ro MaTOTE€HE3E ¢ MCIOJIb30BAHHEM
eIUHON KiaccUDUKAIMH U TEPMHHOIOTHH.

2. OmnepaTHBHBIC BMCHIATEIBCTBA Y OHKOJIOTMYECKHUX
GOJBHBIX JTOCTATOYHO YACTO OCIIONKHSIOTCA Pa3BUTHEM Ts-
xkenoro cencuca u INOH. Tlocmenusis uvame BO3HHUKAET
BCIIEICTBUE CEIICHCA, IO MOXKET OCNIOXHHUTE TCUSHHE PYTHX
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times. Much attention was paid to early start of an-
tifungal therapy. Supplementary immunoglobulin and
hyperimmune plasma therapy increased the treatment
effect.

This study was mainly performed in patients under-
going radical and palliative wide and combined surgical
procedures for advanced cancer.

Chronic perifocal inflammation is characteristic of
cancer (let alone decay and secondary suppuration of
adjacent tissues) and may be considered a risk factor
of sepsis.

The advance in surgery, anesthesiology and resusci-
tation techniques over the last 10-15 years led to per-
formance of wider and more sophisticated surgery. Pre-
operative chemo- and radiotherapy also contributed to
the surgery potential. Functional contraindications to
surgery are reduced to minimum. As a result highly
traumatic, aggressive procedures are commonly carried
out in weak patients with marked immunosuppression
due to anticancer treatment, massive surgical trauma
and anesthesia, blood loss against the background of
significantly reduced functional reserves [8]. This results
in more frequent and severe systemic inflammation, sepsis
and MOF in cancer patients undergoing surgery.

Conclusions

1. Sepsis and MOF in cancer patients is a complicated,
specific and urgent problem. Profound study is needed
on the basis of to-day concepts of sepsis pathogenesis
in terms of a common classification.

2. Surgical procedures in cancer patients are rather
frequently aggravated by severe sepsis and MOF. The
latter most commonly occurs as a result of sepsis and
may aggravate the course of other critical conditions
involving nosocomial infections and secondary sepsis.

3. Pneumonia and suppurative abdominal lesions are
most common causes of severe primary sepsis. Hospital
pneumonia against the background of long-term ALV
is the main cause of secondary sepsis.

4. The primary and secondary septic patients presented
with compatible disease severity. However, though a
larger number of organs were involved in the secondary
sepsis, this group presented with a lower lethality (8.3%
vs 47.8%). The reason may be more severe course of
the sepsis-induced MOF.

KPUTHYECKHX COCTOSIHUH, B IpOIECce JICTCHUST KOTOPDIX
BO3MOXXHO TIPUCOCAHHEHNE T'OCIIUTANBHON WH(PEKIUH U
pa3BUTHE «BTOPHUYHOTOY» CEICHCA.

3. HcrounukamMu «IepBUYHOIO» TSHKEIONO CEIcHca
yamie Bcero OBUTH MHEBMOHUM M HATHOUTENLHBIE 3a00-
neBaHus OpromHoN monocty. HemocpeacTBeHHBIM HC-
TOYHHUKOM «BTOPUYHOTO» CEMNCHCA TIPCUMYIIECTBECHHO
CIIY>KWIIA TOCIUTAJIbHAS [THEBMOHUST, PA3BUBABINASCS MTPH
anutensHoit UBJI.

4. Taxecrp cocTodHUST GONBHBIX C «IIEPBUYHBIM» U
«BTOPHYHLIM» CEIICUCOM cpaBHHUMa. OgHako Oolblllee
YHCIIO MOPAXEHHBIX OPraHOB MPU «BTOPHYHOM» CETICHCE
COTIPOBOKIANOCH MEHBUIEH JEeTANBLHOCTBIO (8,3 mpoTHB
47,8%). Ilprunta MOXET 3aKITIOUATLCI B GOJIee TSHKEIOM
TeueHUH [IOH, BBI3BAHHOIN cencucoM.
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AKTUBHOCTb Of -AJIKWJITI'YAHHUH
JHK-ATKWITPAHCO®EPA3BI B JUMOPOLUTAX
MEPUPEPUYECKOU KPOBM BOJBHBIX

C IUCCEMUHUPOBAHHOM MEJAHOMON
KOXXU U IIPOTUBOOITYXOJIEBBIA DOOEKT
KOMBUHALIMUN «TAKAPBA3WH, HUJJPAH,
NUCILIATHH»*

HHUH raunaeckoit onxoaoauu, MHucmumym Ouoxusuueckoi (husuku
PAH, Mockea

Pe3ncTeHTHOCTL ONyXOJeH K IUTOTOKCHYECKOMY JIeH-
CTBMIO MPOTHBOOMYXOJEBHIX IpenapaToB M3 kiacca N-
ankwi-N-Hutpo3zomouesuds (AHM) Ha MOIEKYISIpHOM
YpOBHE  OIpEHeNseTcss aKTMBHOCThIO  O%-alKMIryaHuH
JHK-anxunrpanchepasst (AI'T). AI'T nepeHoCUT alKuIIb-
Hele Tpymnnl ¢ Of-metuaryanuna B coctaBe JJHK Ha cBoit
COOCTBEHHBIH IIMCTEMHOBLIM OCTATOK, BBITOTHAS (DYHKIIUIO
aKIeNTOpHOro OeNka B HeoOpaTUMOH peakIMH IepeHoca
[1, 2]. O{dexTUBHOCTh PA3IHIHBIX ITUTOCTATUYECKUX JIe-
kapers u3 kimacca AHM (BCNU, CCNU, ACNU, d¢o-
TeMYCTHH U ap.) obyciosichHa ypoBHeM AI'T B omyxosax:
BBICOKHI YPOBEHb OIpeAeNsieT YCTOHRIUBOCTD, 8 HU3KHIT —
YYBCTBUTEILHOCTE K 3THM JiekapcTBaMm [9, 12]. B akcme-
PUMEHTax i1 vitro W C ONMYXOJUIMHU UelIOBEKAa, TpaHCIUIaH-
TUPOBAHHBIMH OCCTUMYCHBIM MBIIIAM, OBLIIO ITOKA3aHO, YTO
TOJHAs WIM YacTU4YHAsT PErpeccHsl OIIYXONIH JOCTHTaeTCs
TONBKO Mpy Hu3koi aktuBHoctu AT'T [7]. Huskwii yposennb
AT'T penko oOHapyXMBacTCsl B OIYXOISMX YCIOBEKA.

* PaGoTa nommcpxaHa rpaHToM oCYJapCcTBCHHOM Hay4HO-TCXHHUCCKOH
nporpammbl Poccun «HalMoHANBHBIC TIPHOPUTCTBI B MCAMLIMHC U 3[pa-
BOOXPAHCHHN.
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O%-ALKYLGUANIN DNA-ALKYLTRANSFERASE
ACTIVITY IN PERIPHERAL LYMPHOCYTES
FROM PATIENTS WITH DISSEMINATED
CUTANEOUS MELANOMA AND ANTITUMOR
EFFECT OF DACARBASINE, NIDRAN,
CISPLATIN COMBINATION

Research Institute of Clinical Oncology, Institute of Biochemical
Physics, RAS, Moscow

Tumor resistance to N-alkyl-N-nitrosourea (ANU)
drugs can be measured at molecular level by activity
of Of-alkylguanin DNA-alkyltransferase (AGT). The
AGT transfers alkyl groups from DNA O¢%-methylguanin
onto its own cystein residual thus functioning as an
acceptor protein in irreversible transfer reaction [I, 2].
Effect of cytostatics from the ANU . class (BCNU,
CCNU, ACNU, etc.) depends on tumor AGT content:
tumors with high AGT content arc resistant and those
with low enzyme content are responsive to these drugs
[9, 12]. Experiments in vitro on human tumors trans-
planted to athymic mice demonstrated that complete
or partial response may be achieved only in tumors
with low AGT activity [7]. Human tumors rarely have
low AGT levels. Analysis of tumors from 74 patients
failed to discover AGT activity in 6 specimens only
(1/24 small-cell lung carcinoma, 3/5 esophageal car-
cinoma, 1/5 colonic carcinoma, 1/14 brain tumors)
{4, 13].
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